The immunohistochemistry investigations have an essential role in the establishment of the early diagnosis and in evaluating the management of T cell lymphoma disease with first localization in the oral-pharynx area. This study present the role of immunohistochemistry tests in the diagnosis of T cell lymphoma with first oral manifestation and detailed the case of a patient with T cell lymphoma located at the level of the palatine tonsils. Early diagnosis was followed by a treatment according to Protocol LSG 15 associated with bone marrow transplant, and the evolution being favorable.
According to the WHO classification, the most common tumors that develop in the oro-pharyngeal area are the epithelial cells. Although extremely rare, lymphomas are ranked 2 as the incidence at this level and the most common location is 70% at the level of Waldeyer ring [1, 2] . Also, the most common lymphomas of the head and neck region are lymphomas with B cells. However, very rarely, variants of T-cell lymphomas, including the peripheral type, are encountered in the oral cavity and oro-pharynx [2, 3] .
T-cell lymphoma belongs to a heterogeneous group of tumors belonging to non-Hodgkin lymphoma (NHL) [4] . It is characterized by a neoplastic proliferation of T cells with various clinical-pathological aspects [5] . The clinical manifestations have of different forms, from dysphagia, odynophagia, more or less abundant bleeding in the oral cavity, sometimes shortness of breath, to respiratory failure. The correct diagnosis by histopathological examination supplemented by immunohistochemistry tests involves the establishment of a treatment in the early stages and thus a favorable prognosis [6] . Immunohistochemical tests can highlight the interaction between the local and general changes of diseases [7] .
Analyzing the results of immunohistochemistr y investigations, the histological type and the localization of T-cell NHL manifestations, we present our studies regarding T cell lymphoma with first oral manifestation and we detailed the an extremely rare case of a patient with a peripheral T cell lymphoma, which had the first manifestation in the Waldeyer ring area at the level of the palatine tonsils.
Experimental part Material and methods
The researches were realized in Dental Medicine Faculty and Emergency Clinical Hospital of Tirgu Mures, between the periods of 2014-2016. The included patients in the research (19, 9 male and 10 female) were grouped on age in two groups, 40-65 years (7 patients) and 66-91 years (12 patients). The histopathological tests were processed at the Pathological Anatomy Department of the County Emergency Clinical Hospital for the specified 3 years. We included in our study only NHL that presented first manifestations in the oral, maxillary, facial and the neck area.
We detailed an extremely rare case of a patient with a peripheral T cell lymphoma, which had the first manifestation in the Waldeyer's tonsillar ring area, at the level of the palatine tonsils. The female patient of 57 years old, from urban area, experienced repeated and abundant bleeding in the mouth as first clinical manifestation. The patient had multiple presentations at the dental services (Department of Oro-Maxilo-Facial Surgery) and E.N.T. Department of the County Emergency Clinical Hospital in Tirgu-Mures due to repeated and rebel at treatment oral bleeding. Upon hospitalization, the patient presents deglutition disorders for solids and liquids, frequent bleeding in the mouth (fresh blood), inspiratory dyspnea, snoring, obstructive sleep apnea, feverish. The objective examination shows pale turgid face, bilateral cervical polyadenopathy with multiple mobile nodules (between 1.5 -4 cm diameters) of the elastic consistency, slightly sensitive to palpation. The examination of oral mucosa shows hyperemic mucosa, coated tongue, asymmetric hypertrophic palatine tonsils much enlarged (right tonsil approx. 5.5/3.5/2 cm and left tonsil approx. 4.5/2/1.5 cm), united on the median line, with bleeding and whitish deposits on the surface. Anterior and posterior rhinoscopy was without pathological changes, with free larynx, and frees vocal cords. The patient's feverish state, as well as the aspect of the palatine tonsils required the examination at the Contagious Diseases Department, where the infectious as mononucleosis and toxoplasmosis are excluded, rising the suspicion of infection with Chlamydia. Laboratory examinations show the following changes: ESR: 40 mm/1 h, CRP: 45, 84mg/L, Ac IgG anti Chlamydia Pneumoniae: 1.78-positive, the other hematologic examinations were normal. The patient followed treatment with antibiotics and with haemostasis medication. After 7 days, the overall state improved and the patient did not have fever, but she still experienced functional disorders (dysphagia and dyspnea) caused by tonsils hypertrophy. It was decided bilateral tonsillectomy for necessity and for diagnosis purposes too (histopathological examination of the palatine tonsils), after an adequate preoperative preparation. The pieces specimens were fixed in 10% buffered formalin. Macroscopically, the tonsils surfaces presented ulceration areas, and on the section, the cryptic structure faded, with homogeneous, solid, grayish aspect. Palatine tonsils were examined at the Pathological Anatomy Department of the County Emergency Clinical Hospital in Tirgu Mures, and there was founded a suspicion of hematological tumor disorder.
Results and discussions
In the period 2014-2016, we found a total of 19 patients which presented lymphomas with manifestations in the oral, maxillofacial and the neck area. Of these, 9 were men (47.36%) and 10 women (52.63%), ascertaining an almost equal distribution.
The results of study show a higher frequency of lymphomas in the second age group (between 66-91 years, 12 patients = 63.16%). In our studies, out of a total of 19 patients suffering of NHL, we found one case (5.26%) of peripheral T-cell lymphoma, the most common being the diffuse lymphomas with large cells (94.73%).
The locations of the studied lymphomas were at the level of the palatine tonsils in 6 cases (31.58%), at the level of the epipharynx in 5 cases (26.32%), followed by the localization in oropharynx (2 cases = 10.52%), in roof of the mouth (2 cases = 10.52%), in the area of maxillary tuberosity (2 cases = 10.52%) and in the area of the pharynx/larynx (1 case = 5.26%) and tongue tonsil (1 case = 5.26%) (table 1).
Some of the cells were multinucleated giant cells resembling Sternberg Reed cell ( fig. 2 ). The distribution of lymphoid cells has a nodular characteristic, but focally, one may notice a paracortical expansion of the lymphoid infiltrate. The surrounding stroma of these cells contains numerous small lymphocytes, plasma cells and eosinophils. In the presented case, the structure of the tonsils, from microscopically point of view, was completely faded in the inter-cryptical area ( fig. 1.) , being expanded by a proliferation of lymphoid cells with polymorph aspect, presenting predominantly medium and large cells, with vesicular nuclei, with prominent nuclei, other hyperchromatic, with numerous mitoses. Other T cell markers were negative, like CD 7 and CD 8, and also B cell markers CD 20 ( fig. 6 ) and pax 5. Imunostains for CD 30, CD 56, CD 10, CD 1, Tdt were negative. The proliferation index ki 67 is about 50% ( fig. 7) .
As a result of the histopathological and immunohistochemical examinations of the tonsil biopsy, the diagnosis of peripheral T-cell lymphoma was established. The patient is subjected to an overall examination in order The treatment was carried out according to protocol LSG-15, 7 cures and Intrathecal administrations. After finishing Protocol LSG-15 [8] , a new clinical -biological assessment is made in order to prepare the patient for bone marrow transplant. In the presented case, after finishing seven cures of chemotherapy, the patient's biological condition improved greatly. The results are: CT without adenopathies, spleen 11/12.5 cm and liver with the cranial-caudal diameter of 15.5 cm, brain MRI without modifications. We decided to start the preparation for bone marrow transplant because of a much better prognosis in the case combining the two treatment types. Between 01.02-08.03. 2017, the patient was admitted to Fundeni IC for bone marrow transplant. Post transplantion, the patient's condition at the examinations of 40 and 55 days is good, fever free, cardio-respiratory balanced.
Literature data show that survival rates in patients with T-cell lymphoma is of 45% in the case of combining chemotherapy with allopathic transplant compared to 25% survival rates in patients who follow only chemotherapy treatment [8, 9] .
The histopathological classification of lymphomas caused over de years discontent of both clinicians and pathologists. In 2017, the International Lymphoma group proposed a new revised European-American classification of lymphoid neoplasms in an attempt to provide the best information's regarding disease biology, natural history and response to treatment [10] . They concluded that the best way to classify these tumors is to define the disease that we think we can recognize with the currently available morphological, immunological and genetic tools. Also they include in the same classification of the lymphomas and leukemias because both solid and circulating phases are present in many lymphoid neoplasms. T cell and putative NK-cell lymphomas was classified in two categories: precursor T cell lymphoma and peripheral T cell and NK cell neoplasm. Four subtypes of peripheral T cell lymphoma were considered to have different features recognizable by the pathologists: angioimmunoblastic T cell lymphoma, angiocentric lymphoma, intestinal T cell lymphoma and adult T cell lymphoma/leukemia (HTLV1+). Adult T-cell Lymphoma/Leukemia (ATL/L) is defined as a T-cell neoplasm caused by HTLV1 [6, 10] .
The histology of these diseases are variable. The pattern in lymph nodes is diffuse and usually appear like a mixture of small, medium and large atypical cells with pronounced polymorphism and nuclear pleomorphism [11] . Tumor cells express T-cell-associated antigens (CD2,3,5+) but usually lack CD7. The most are CD4+ CD25+ and rare CD8+ cases have been reported. After genetic features, TCR genes are clonally rearranged [12, 13] . The majority of patients are adults, who have antibodies to HTLV1. Most cases occur in Japan, but an endemic focus is found in the Caribbean, sporadic cases are found in the United States and several clinical variants have been described [10, 14] . Most common is the acute form, which presents with a high white blood cell count, hepato-splenomegaly, hypercalcemia, and lytic bone lesions, with median survival less than 1 year [15]. The rare lymphomatous form is characterized by isolated lympha-denopathy without leukemia [16] . A chronic form with lower white blood cell count, without hypercalcemia or hepatosplenomegaly, has slightly longer survival, and rare smoldering cases have mild lymphocytosis, which is demonstrably clonal, but very indolent course. Both chronic and smoldering forms often have skin rashes [10, 17] .
After the studies of Papuc and al [18] , free radicals and antioxidant activities of plants during cancer treatments can reduce the side effects of chemotherapy. A comprehensive study conducted on a 41-year period showed that the rate of 2-3% of extranodal non-Hodgkin lymphomas show manifestations in the mouth [19] . The most recent studies related to extranodal NHL in the head and neck show that the most common locations were at the salivary gland level 41%, at the level of mandible and cheek bone 41%, and the remaining percentages were distributed in the para-nasal sinuses, orbit and Waldeyer lymph ring [3, 14] . The studies on 122 NHL with manifestations in the head and neck have described one case with manifestations in the oral cavity [3, 14, 20] . Statistical data from the literature show a frequency of Tcell NHL between 10-12% of NHL, ranging from 1.5% in Canada, Vancouver and British Colombia, 18.3% in Hong Kong. This variation is given by the greater incidence of HTLV infection (adult T-cell leukemia virus) and Epstein Barr virus in Asian countries. Of the possible etiologic factors, we mention: exposure to physical or chemical mutagens, abnormalities of immune adjustments (hereditary or induced) or specific viral infections [21, 22] . Between 1992 and 2001, SEER reported in the U.S.A. a higher incidence of neoplasias T/NK of 1.77 /100000 inhabitants/year [23, 24] . Long time studies are needed to discover the mechanisms underlying these apoptotic effects [25] . Regardless of the method of treatment, patient's monitoring / controls is mandatory, considering the risk of recurrence [26] .
Conclusions
The rarity of the cases of peripheral T-cell lymphoma located in the oral cavity involves the need for carefully realized complex examinations.
Considering the severe prognosis of malignant lymphopathies and especially the T-cell lymphomas, the early correct diagnosis is essential.
The importance of the correct diagnosis of peripheral Tcell lymphoma located in the oral cavity, in the terms of histopathological and of immunohistochemical tests, is reflected in the establishing and in the conducting of the adequate therapy for a favorable prognosis. 
